I n t e r s e x c h i l d r e n w i t h a Y-chromosome c a r r y a n i n c r e a s e d r i s k o f d e v e l o p i n g germ c e l l t u m o r s i n a d u l t h o o d . C a r c i n o m a -i n -s i t u (CIS) of t h e t e s t i s and g o n a d o b l a s t o m a s h a v e p r e v i o u s l y been shown t o
p r e c e d e germ c e l l c a n c e r ; t h e r e f o r e , we h a v e i n v e s t i g a t e d gonad a l s p e c i m e n s f r o m 17 p r e p u b e r t a l and p u b e r t a l i n d i v i d u a l s w i t ho u t a n y s i g n o f tumor ( 1 2 w i t h t h e a n d r o g e n i n s e n s i t i v i t y syndrome ( A I S ) , 4 w i t h 45,X/46,XY g o n a d a l d y s g e n e s i s (GD), and 1 w i t h 46,XY GD), i n o r d e r t o e s t a b l i s h w h e t h e r s u c h h i s t o l o g i c c h a n g e s c o u l d be d e t e c t e d a t t h i s a g e . 3 o u t o f 8 c o n s e c u t i v e p a t i e n t s w i t h i n c o m p l e t e AIS, aged 2 mo, 13 y r s , a n d 14 y r s , r es p e c t i v e l y , showed t y p i c a l CIS c h a n g e s , w h e r e a s non of t h o s e w i t h c o m p l e t e AIS were f o u n d t o h a v e CIS. N1 4 p a t i e n t s w i t h 45,X/46,XY GD ( 3 w i t h m a l e p h e n o t y p e , 1 w i t h ambiguous g e n i t a l i a a g e 1 mo-17 y r s ) had CIS i n a t l e a s t 1 gonad. I n a l l i n s t a n c e s o f CIS t h e p r e m a l i g n a n t n a t u r e o f t h e l e s i o n was c o n f i r m e d by DNA a n a l y s i s showing a n e u p l o i d y o f t h e CIS germ c e l l n u c l . e i . The 13-yr-old i n d i v i d u a l w i t h 46,XY GD was a p h e n o t y p i c a l l y n o r m a l f e m a l e who d u r i n g s u r g e r y f o r a p p e n d i c i t i s was shown t o h a v e a d y s p l a s t i c u t e r u s , b i l a t e r a l F a l l o p i a n t u b e s , and b i l a t e r a l gon a d o b l a s t o m a s . I n t h e l i g h t o f e v i d e n c e t h a t CIS and g o n a d o b l as t o m a s a r e p r e m a l i g n a n t c o n d i t i o n s , we s u g g e s t t h a t a l l i n t e r s e x p a t i e n t s Production of anti-Miillerian h o m n e (AMH) by S e r t o l i c e l l s i s m u i r m l during the f e t a l and neonatal period, and tapers off in the course of ~o s t n a t a l developnent. To determine the factors r e s~o n s i b l e f o r the repression of AMH secretion a f t e r b i r t h , S e r t o l i c e l l s , isolated from inmature calves, were plated in an h o m n a l l y defined m i u m and cultured i n the presence of 0 . 1 mM NIX. AMH was assayed in the culture medium using a competitiontype RIA capable of detecting 1.5 ng. The p r o p r t i o n of neosynthesized was calculated by determining the m u n t of -0-reactive unaffected by cycloheximide t r e a t r e n t i n conditions where 92 B of protein neosynthesis is inhibited. .a-?TI yrc?~.xtion
by Sertoli c e l l s , expressed per 24 hrs and per lo6 c e l l s , f e l l from 90 ng on the day following platjng t o 1.5 a t day 7 . The proFortion of AMH synthesized a f t e r day 1 was 35 % on day 2 and 88 % on day 3. FSH, 2.5 pg/ml, and testosterone, 2 p, were a d d d
to the culture medim on days 2 and 3, orea active AMH was measured i n the culture d i u m a t day 3. Wan daily p r d u c t i o n of AlYrH by 106 S e r t o l i c e l l s was 28.652.6 ng i n control cultures, 24.6k2.8 in FSH--treated ones and 26.613.4 a f t e r testosterone treatment. Differences were not significant by ana1:/sis of variance. In the sare conditions, FSH increased cyLiic AMP production appr-tely tenfold. Further studies are i n prcqress t o determine ~a i c h factors a r e essential t o the continued production of AhB by S e r t c l i c e l l s i n v i t r o .
